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75, (New) A pharmaceutical composition comprising an amount of 
a prenyl -protein transferase inhibitor and an amount of an 
antineoplastic agent selected from paclitaxel, epothilone A, 
epothilone B, desoxyepothilone A or desoxyepothilone B which 
is a microtubule-stabilizing agent, the composition which 
achieves a synergistic effect for treating cancer in a mammal 
in need thereof. 

76. (New) h method of preparing a pharmaceutical composition 
which comprises mixing an amount of a prenyl-protein 
transferase inhibitor and an amount of an antineoplastic agent 
which is a microtubule-stabilizing agent selected from 
paclitaxel, epothilone A, epothilone B, desoxyepothilone A or 
desoxyepothilone B, said composition capable of, achieving a 
synergistic effect for treating cancer in a mammal. 



77. (New) A method for achieving a synergistic therapeutic 
effect in a mammal in need thereof which comprises 
administering to said mammal amounts of at least 
therapeutic agents selected from a group consisting of* 



two 



a) a prenyl-protein transferase inhibitor and 

b) an antineoplastic agent which is a microtubule- 
stabilizing agent selected from paclitaxel, docetaxel or 
epothilone; the synergistic therapeutic effect is the 
treatment of cancers of the brain, breast, colon, 
genitourinary tract, lymphatic system, pancreas, rectum! 
stomach, larynx, liver, lung, prostate, stet histiocytic 
lymphoma lung adenocarcinoma, pancreatic carcinoma, colo- 
rectal carcinoma, small cell lung cancers or neurological 
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tumor cancer whose growth is inhibited by the administration 
of the prenyl -protein transferase inhibitor and the 
antineoplastic agent . 

78. (New) The method according to Claim 77 wherein the prenyl - 
protein transferase inhibitor is selected from; 

2 (S) ~Butyl-l- (2 f 3-diaminoprop-l-yl) -1- (l-naphthoyl)piperazine; 

1- (3 -Amino- 2- (2-naphthylmethylamino) pzrop-l-yl ) -2 <S) -butyl -4- 
( 1 -naphthoyl ) piperaz ine ; 

2{S) -Butyl-l-{5- [l-(2-naphthylmethyl) ] -4,5- 
dihydroimidazol ) methyl -4- ( 1 -naphthoyl ) piperaz ine ; 



1- [5- (1-Benzylimidazol ) methyl] -2 (S) -butyl -4- <1- 
naphthoyl ) piperaz ine ; 

l-{5~ (1- (4-nitrobenzyl) ]imidazolylmethyl}~2 (S) -butyl-4- (1- 
naphthoyl ) piperaz ine ; 

1- <3-Acetamidomethylthio-2 (R) -aminoprop-l-yl) ^2 (S) -butyl-4- (1- 
naphthoyl ) piperaz ine ; 

2 (S) -Butyl-1- [2- (1-imidazolyl) ethyl] sulf onyl-4- ( 1- 
naphthoyl ) piperaz ine ; 

2 (R) -Butyl-l-imidazolyl-4-ruethyl-4- (l-naphthoyl)piperazine; 
2 (S) -Butyl-4 - (1 -naphthoyl) -1- ( 3 -pyridy line thy 1 } piperaz ine ; 

1-2 (S) -butyl- (2 (R) - (4-nitrobenzyl) axnino-3-hydroxypropyl) -4- (1- 
naph thoyl ) piperazine ; 

1- (2 (R) -Amino-3-hydroxyheptadecyl) -2 (S) -butyl-4- ( 1 -naphthoyl ) - 
piperazine; 

2 (S) -Benzyl-l-imidazolyl-4-methyl-4-(l-naphthoyl)piperazine; 

1- (2 (R) -Amino- 3- [3 -benzyl thio) propyl ) -2 (S) -butyl-4- (1- 
naphthoyl ) piperazin* ; 



PAGE 21138 ' RCVD AT 9114/2004 1 1 :45:45 AM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-3/24 ' DNIS:2730571 ' CSID: 71 8357861 5 * DURATION (mnvss):09-32 



09/14/2004 11:43 7183578615 



LAW OFFICE OF ALBERT 



PAGE 



Applicants 
U,S. Serial No. 
Filing Bate 
Page 



r-rtf. Rosen ©t al- 
: 09/445,054 
: March 27, 2000 
: 20 



1- (2 (R) -Amino-3- [3- (4-nitrobenzylthio)propyl] ) -2 (S) -butyl-4™ 
( 1-naphthoyl ) piperazine ) 

2 (S) -Butyl-1- £ (4-iniidazolyl)ethylJ -4- (1-naphthoyl )piperazine; 
2(S)-Butyl-l-[ (4-imida2olyl)methyl]-4"(l-naphthoyl)piperazine; 
2 (S) -Butyl-1- ( (l-naphth-2-ylmethyl) -lH-imidazol-5-yl ) acetyl] - 
4- (1-naphthoyl )piperazine; 

2 (S)-Butyl-l-f (l-naphth-2-ylmethyl)-lH-imidazol-5'yl)ethyl]-4- 
( 1 -naph thoy 1 ) p iper az ine ; 

1- (2 (R) -Amino- 3-hydroypropyl) -2 (S) -butyl -4- (1- 
naphthoyl ) pipera2ine ; 

l-{2 (R) -Amino-4-hydroxybutyl}-2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1- (2-Amino-3- (2-benzyloxyphenyl) propyl) -2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1- (2-Amino-3- ( 2 -hydroxyphenyl) propyl) -2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1- 1 3 - { 4- imidaz oly 1 ) propyl ] -2 { S } -butyl-4 - { 1-naphthoy 1 ) - 
piperazine 

2 < S) -n-Butyl-4- (2,3 -dime thy lphenyl ) -1- (4-imidazolylmethyl> - 
piper az in- 5 - one ; 

2 (S) -n-Butyl-1- [1- (4-cyanoben?yl) imidazol-5-ylmethyl] -4- 
(2, 3-dimethylphenyl)piperazin-5-one; 

l-[l-(4-Cyanobenzyl) imidazol-5-ylmethyl J -4- (2,3- 
dimethylphenyl) -2 (S) - (2-methoxyethyl)piperazin-5-one; 

2 (S) -n-Butyl -4- (1-naphthoyl) -l~ [1- (l-naphthylm$thyl ) imidasol- 
5-ylmethyl] -piperazine ; 

2 (S)-n-Butyl-4- (1-naphthoyl) -1- [1- (2-naphthy Imethyl) imidazol- 
5-ylmethyl] -piperazine; 
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2 ( S ) - n -Butyl - 1 - [ 1 - ( 4 - cyanoben zy 1 ) imi daz o I - 5 -y lme thyl ] - 4 - { 1 - 
naphthoyl ) piperazine; 

2 { S ) -73-Butyl-l- [1- { 4-methoxybenzyl ) imidazol - 5 -ylmethyl ] -4 - ( 1 - 
naphthoyl ) piperazine ; 

2 (S) -ii-Butyl-1- [1- (3-methyl-2-butenyl) imidazol -5 -ylmethyl] -4- 
( 1 -naphthoyl ) pip*r azine ; 

2 (S) -jr-Butyl-1- [1- (4-fluorobenzyl) imidazol -5-y lme thyl] -4- (1- 
naphthoyl ) piperazine; 

2 (S) -n-Butyl-1- [1- (4-chlorobenzyl) imidazole 5 -ylmethyl] «4- (1- 
naphthoyl ) piperazine; 

1- [1- (4-Bromobenzyl) imidazol -5 -ylmethyl] -2 (S) -n-butyl-4- (1- 
naphthoyl ) piperazine ; 

2 (S) -n-Butyl -4- (1 -naphthoyl) -1- tl-<4- 

trif luoromethylbenzyl) imidazol -5 -ylmethyl] -piperazine; 

2 ( S ) -n-Buty 1 - 1 - C 1 - ( 4 -methylbenzyl ) imidaz o 1-5 -ylmethyl ] -4 - ( 1 - 
naphthoyl ) -piperazine ; 

2 (S) -JJ-Butyl-1- [1- <3 -methylbenzyl) imidaz ol- 5 -ylmethyl ] -4- (1- 
naphthoyl ) -piperazine; 

1- [1- (4-Phenylbenzyl) imidazol-5-ylmethyl) -2 (S) wi-butyl-4- {1- 
naphthoyl J -piperazine; 

2 (S) -n-Butyl-4-(l-naphthoyl) -1- [1- ( 2 -phenylethyl ) imidazol- 5- 
ylmethyl ] -piperazine ; 

2 < S ) -n-Butyl - 4 - ( 1 -naphthoyl ) - 1 - [ 1 - ( 4 - 

tr i f luorome t hoxy ) imidaz ol - 5 -ylmo thyl ] piperaz ine ; 

l-{[l-(4-cyanobenzyl)-lH-imidazol-5-yl]acetyl}-2(S)- n -butyl-4- 
( 1 -naphthoyl ) piperaz ine ; 

{ S ) - 1 - { 3 -Chlor opheny 1 ) - 4 - [ 1 - ( 4 -cyanobenzyl ) - 5 - 
imidazolylmethyl] -5- [2- (methanesulf onyl ) .thyl] ^2 -piperaz inone; 

(S) -1- (3-Chlorophenyl) -4- [1- (4 -cyanobenzyl ) -5- 
imidazolylmethyl J -5- [2- (ethanesulf onyl ) ethyl] -2-piperazinone; 
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(R) -1- (3-Chlorophenyl) -4- [1- (4-cyanoben2yl) -5- 

imidazolylmethylj -5- [2- (ethanesulf on yl ) methyl] ~2-piperazinone; 

(S) -1- (3-Chlorophenyl) -4- [1- (4-cyanobenzyl) -5- 
imidazolylmethyl] -5- [N-ethyl-2-acetamido] -2-piperazinonc; 

(±) -5- (2-Butynyl) -1- (3-chlorophenyl) -4- [1- (4-cyanobenzyl) -5- 
imidazolylmethyl] -2-piperazinone; 

1- (3-Chlorophenyl ) -4- [1- (4-cyanobenzyl) -5-imida20lylmethyl] -2- 
piperazinone; 

5 (S) -Butyl-4- [1- { 4-cyanobenzyl-2-methyl) -5-imidazolylmethyl] - 
1- (2, 3-dimethylphenyl) -piperazin-2-one; 
4-[l-(2-{4- Cyanophenyl ) - 2 -propyl ) - 5 -imidaz olylme thyl ] - 1 ~ < 3 - 
chlorophenyl ) - 5 ( S ) - ( 2 -methylsul f onylethyl ) piperazin- 2-one ; 

5(S) -n-Butyl-4- [1- (4-cyanobenzyl ) -5-imidazolylmethyl ] -1- (2- 
me thylphenyl ) piperazin-2 -one ; 

4-[l- (4-Cyanobenzyl) -5-imidazolylmethyl] -5 (S) - (2-f luoroethyl) - 
1- {3 -chlorophenyl) piperazin-2-one; 

4- [3- (4-Cyanobenzyl)pyridin~4-yl] -1- (3-chlorophenyl) -5 (S> - (2- 
methylsulfonylethyl)-piperazin-2-one ; 

4- [5- (4-Cyanobenzyl) -l-imidazolylethyll -1- (3- 
chlorophenyl ) piperaz in-2 -one ; 

2(S)-[2(S)-[2(R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-phenylpropionyl-homoserine lactone, 

2(S)-[2(S)-[2(R) -Amino-3-mercapto]propylamino-3 (S) - 
methyljpentyloxy-3-phenylpropionyl-homoserine, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl j pentyl 0 *y-2 -me thyl -3 -phenylpropionyl -homoserixie 
lactone, 

2 (S) -[2 (S) -[2 (R) -Amino-3-mercapto]propylamino-3 ( SJ _ 
methyl } pentyloxy-2 -methyl - 3 -pheny lpropionyl- homo serine , 
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2(S)-[2{S)-[2{R) -Amino-3-mercapto)propylamino-3 (S) - 
methyl ] pentyloxy-4 -pentenoyl -homoser ine lactone , 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylainino-3 (S) -methyl] - 
pentyloxy-4-pentenoyl-homoserine, 

2 (S) -[2 (S) -[2 <R) -Amino-3-mercapto]propylainino-3 (S)- 
methyljpentyloxypentanoyl-honioserine lactone, 

2 <S) - [2 (S) - [2 (R> -Amino-3-nvercaptoJpropylaniino-3 (S) - 
methyl] pen tyloxypentanoyl-homoserine, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamin.o-3 (S) -methyl ] 5- 
pentyloxy-4~methylpentanoyl-hoirioserine lactone, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pentyloxy-4 -methylpentanoyl-homoserine, 

2 (S) -[2{S) -[2 (R) -Amino-3-mercaptolpropylamino~3 (S) - 
methyl lpentyloxy-3 -methylbutanoyl-hoxaoserine lactone, 

2 (S)-[2 {S)-[2 (R) -Amino-3-m$rcapto]propylamino-3 (S) - 
methyl ]pentyloxy-3-methylbutanoyl-homoserine / 

2 (S) - [2 (S) -12 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pen tyloxy-3-phenylbutanoyl-homoserine lactone , 

2(S)-[2(S)-[2{R) -AmiriO"3-mercapt0^propylamino-3 (S) -methyl] - 
pentyloxy-3 -phenylbu tanoyl -homoserine , 

2 (S) - [2 (S) ~ (2 (R) -Amino-3-mercapto]propylamino-3 (S) - 

methyl ] pentylthio-2 -methyl -3 -phenylpropionyl -homos erine 
lactone, 

2 (S) -[2 (S)-[2 (R) -Amino-3-mercapto]propylamino-3 (S) - 

me thy 1 ] penty 1 thi o - 2 -methyl - 3 -phenylpropi ony 1 -homos er ine , 

2 (S) -[2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pentylsulf ony 1-2 -me thy 1-3 -phenylpropiony 1 -homo serine 



lactone, 
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2{S)-[2{S)-[2(R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 

pen t y 1 eu 1 f ony 1 - 2 -me thy 1 - 3 - pheny lpr op i ony l - hoino s er ine , 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylaniino-3 <S) -methyl ] - 
pentyloxy-3-phenylpropionyl-methionine methyl ester, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 IS) - 
methyl ]pentyloxy-3-phenylpropionyl-methionine, 

2 <S) - [2 (S)-[2 (R) -Amino -3 nuercapto] propylamine- 3 (S) - 

methyl ]pentyloxy-3-phanylpropionyl -methionine sulfone methyl 
ester, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pen tyloxy- 3 -phenylpropionyl -methionine sulfone 
(Compound A) , 

2 ( S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-phenylpropionyl-methionine sulfone isopropyl 
ester, 

2- (S) - [2 (S)- [2 (k)-Amino-3-mercapto]propylanuno-3 (S) -methyl] - 
pentyloxy-3-naphth-2-yl-propionyt-methionine sulfone methyl 
ester, 

2- ( S) - [ 2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-naphth-2-yl-propionyl-methionine sulfone, 

2-{S)-[2(S)-[2 (R) -Amino-3-mercapto]propylamino-3 (S) - 

methyl] pentyloxy-3-naphth-l-yl-propionyl -methionine sulfone 
methyl ester, 

2- (S) - [2 (S) - [2 (R)^-Amino-3-mercapto]propylamino-3 (S) - 

methyl Jpentyloxy-3 -naphth-l-yl-propionyl -methionine sulfone, 

2-(S)- [2 (S)- [2(R)-Amino-3-xnercapto]propylamino-3 (S)- 
methyllpentyloxy-3-methybutanoyl -methionine methyl ester. 

2- (S) - [2 (S) - [2 (R) -Amino«3-mercapto]propylamino-3 (S) - 
methyl ] pentyloxy-3 -methybutanoyl -methionine , 
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Disulphide of 2 (S) - (2 (S) - f 2 (R) -toino-3-mercapto] propylamine 
3 (S) methyl ]pentyloxy-3-phenylpropionyl-homoserine lactone, 

Disulphide of 2 (S) - [2 (S) - [2 (R) -Airiino-3-iriercapto] piopylamino- 
3 (S) -methyl]pentyloxy-3-phenylpropionyI-hoirioserine, 

Disulphide of 2 (S) - [2(S) -t2 (R) -Amino-3-mercapto] propylamino- 
3 (S)methyl]pentyloxy-3-raethylbutaxioyl-methionine methyl ester 

1- (4-Biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (4-Cyanobehzyl ) -5- (4 f -phenylbenzamido) ethyl -imidazole 

1- (2 ' -Trif luoromethyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (4-Biphenylethyl) -5- (4-cyanobenzyl) imidazole 

1~ (2 ' -Bromo-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

l-(2 ' -Methyl-4-biphenylmethyl) -5- {4 -cyanobenzyl) imidazole 

1- (2 ■ -Trif luoromethoxy-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (4- (3 ' , 5 ' -dichloro) -biphenylmethyl) -5- ( 4 -cyanobenzyl ) 
imidazole 

1- (2 ' -Methoxy-4-biphenylinethyl) -5- (4-cyanobenzyl) imidazole 

1- (2 ' -Chloro-4-biphenylmethyl) -5- (4 -cyanobenzyl) imidazole 
1- (2-Chloro-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (3-Chloro-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (4- (3 ' , 5 ' -Bis-trif luoromethyl) -biphenylmethyl) -5^(4- 
cyanobenzyl ) imidazole 

1- (2 ■ -Trif luoromethyl -4 -biphenylmethyl) -5- (4-cyanobenzyl ) -4- 
me thy 1 imidaz o 1 e 
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1- (4-Biphenylmethyl) -5- (4-cyanophenyloxy) -imidazole 

5- (4-Cyanophenyloxy) -l- (2 ' -methyl- 4 -biphenylme thy 1 ) -imidazole 

5- (4-Biphenyloxy ) -1- (4-cyanobenzyl ) -imidazole 

5- (2 1 -Methyl-4-biphenoxy) -1- (4-cyanobenzyl) -imidazole 

5-(4-{3' , 5 1 -dichloro)biphenylmefchyl) -1- (4- 
cyanobenzyl) imidazole 

1- ( 4-biphenylmethyl ) -5- (1- (R, S) -acetoxy-1- (4- 
cyanophenyl) methyl imidazole 

1- (4-Biphenylmethyl) -5- (1- (R, S) -hydroxy- 1- ( 4-cyanophenyl ) 
methyl imidazole 

1- {4-Biphenylmethyl) -5- (1- (R, S)-aminq-l- (4-cyanophenyl) 
methyl imidazole 

1- (4-biphenylmethyl) -5- (1- (R, s ) -methoxy-1- (4-cyanophenyl) - 
methylimidazole 

l-(4-Cyanobenzyl) -5- (1-hydroxy-l- ( 4-biphenyl) -methyl imidazole 

1- (4-Cyanobenzyl ) -5- (1-oxo-l- (4-biphenyl) -methyl imidazole 

1- (4-Cyanobensyl) -5- (1-hydroxy-l- (3-f luoro-4-biphenyl ) - 
methyl)- imidazole 

1- ( 4 -Cyano benzyl) -5- (1 -hydroxy- 1- ( 3 -biphenyl) methyl- imidazole 
5- (2- [1, 1 * -Biphenyl] vinylene) -1- (4-cyanobenzyl ) imidazole 

1- [N- (1- ( 4-cyanobenzyl )-5-imidazolylniethyl) amino] -3 -methoxy-4- 
phenylbenzene 

1- (4-Biphenylmethyl) -5- { 4-bromophenyloxy) -imidazole 

1- (3 ■ -Methyl -4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (4 ' -Methyl-4-biphenylmethyl ) -5- (4-cyanobenzyl ) imidazole 
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1- (3 ' -Trif luoromethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (4 ' -Trxfluoromethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (3 ' -Chloro-4-biphenylxnethyl) -5- (4-cyanobenzyl) imidazole 

I- (4 1 -Chloro-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- {2 '3 ' -Dichloro-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 ' 4 ' -Dichloro-4-biphenylm«thyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 '5 ' -Dichloro-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (3 ' -Trif luoromethoxy-4-biphenylmethyl ) -5- (4-cyanobenzyl) 
imidazole 

1- (2 ' -Fluoro-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (4- { 2 ' -Trif luoromethylphenyl ) -2 -Chlorophenylmethyl ) -5- { 4- 
cyanobenzyl) imidazole 

l-{l-(4-(2'- 1 r i f luor ome thy Ipheny 1 ) phenyl ) ethyl } - 5 - < 4 - 
cyanobenzyl) imidazole 

1- (2 1 -Trif luoromethyl-4-biphenylpropyl) -5- (4-cyanobenzyl ) 
imidazole 

l-(2 ' -N-t-Butoxycarbonylamino-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (2 * -Aminomethyl-4-biphenylmethyl) -5™ (4-cyanobenzyl ) 
imidazole 

1- (2 f -Acetylaminotnethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 
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1- (2 * -Methylsulfonylaminomethyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2 ' -Ethylaminomethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 1 -Phenylaitiinomethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 1 -Glycinylaminomethyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

l-<2 ' -Methyl ~4-b±phenylmethyl) -2-chloro-5- (4-cyanobenzyl) 
imidazole 

1- (2 ' ^Methyl -4 -biphenylmethyl) - 4-chloro 5- (4-cyanobenzyl) 
imidazole 

1- (3 r «Chloro-2'methyl-4-biphenylmethyl)-4- (4- 
cyanobenzyl) imidazole 

1- (3 ' -Chloro-2"methyl-4"biphenylmethyl)-5- (4- 
cyanobenzyl) imidazole 

1- (3 ' -Trif luoromethyl-2-methyl-4-biphenylmethyl) -4- (4- 
cy anoben z y 1 ) imidazole 

1- (3 * -Trif luoromethyl-2-methyl-4-biphenylmethyl) (4- 
cyanobenzyl) imidazole 

1- {3 ' -Methoxy-2-methyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (2 1 -Chloro-4'-fluoro-4-biphenylmethyl)-5-(4- 
cyanobenzyl) imidazole 

1- (2 • -Ethyl-4-biphenylmethyl ) -5- (4-cyanobenzyl) imidazole 

1- (2 ' - (2 -Propyl) -4-biphenylmethyl) -5- (4- 
cyanobenfcyl ) imidazole 
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1- (2 ' - < 2 -Methyl -2 -propyl) -4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (2 ' -Ethyl-4-biphenylmethyl ) - 5- (4 - (ltf-tetrazol-5- 
yl) ) benzyl) imidazole 

1- [1- (4-Cyanobenzyl) imidazol-5-ylmethoxy] -4- (2 ' - 
methylphenyl) -2- ( 3 -N-phthalimido-l-propyl) benzene 

1- (3 f , 5 ' -Ditrif luoromethyl-2-methyl"4-bipherxylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (3 ' , 5 ' -Chloro-2-methyl-4-biphenylTn^thyl) -5- (4- 
cyanobenzyl) imidazole 

1- {3 ■ , 5 ' -Dimethyl-2-methyl"4-biphenyljnethyl) ~5- ( 4- 
cyanobenzyl) imidazole 

1- (3- (N-Boc-arninomethyl) -4-biphenylmethyl) -5-(4- 
cyanobenzyl) - imidazole 

1- (3-Aminomethyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- <4-Cyanobenzyl) -2 -methyl- 5- (2 ' -methylbiphenyl-4- 
yloxy) imidazole 

5- (4-Cyanobenzyl) -1- (3-cyano-2 ' -trif luoromethylbiphenyl-4- 
ylmethyl ) -imidazole 

2- Araino-5- {biphenyl-4-ylmethyl ) -1- (4-cyanobenzyl) imidazole 
2-Amino-l- (biphenyl-4-ylmethyl) -5- (4-cyanobenzyl) imidazole 
1- (3-Butylbiphenyl-4-ylmethyl) - 5* (4-cyanobenzyl) - imidazole 
1- (3~Propylbiphenyl-4-ylmethyl)~5- (4-cyanobenzyl ) -imidazole 

1- (4-Biphenylmethyl) -4- (4-cyanobenzyl-2-metfaylimidazole 
1- ( 4 -Cyanobenzyl ) - 5 - [ { 3 - f luoro - 4 -biphenyl ) methyl ] imidaz ole 

1- (4 -Cyanobenzyl ) -5- [1- {4-biphenyl ) -1 -hydroxy] ethyl -2- 
methylimidazole 
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1- (4-Cyanobenzyl ) -5- (4^biphenylmethyl) -2-methylimidazole 

1- (4-Cyanobenzyl) -5- [1- (4-biphenyl ) ] ethyl -2 -methyl imidazole 

1- (4-Cyanobenzyl-5- f 1- (4-biphenyl) ] vinyl idene-2- 
methylimidazole and 

1- (4-Cyanobenzyl) -5- [2- (4-biphenyl ) ] vinylene-2- 
me thy 1 imidaz ole 

1- (4- [Pyrid-2-yl]phenylmethyl) -5- ( 4-cyanobenzyl ) imidazole 

1- (4 - [3-Methylpyrazin-2-yl]phenylmethyl) -5 - (4- 
cyanobenzyl) imidazole 

1- (4- (Pyrimidinyl-5-yl)phenylm,ethyl) -5- (4- 
cyanobenzyl) imidazole 

1» (2-Phenylpyrid-5-ylmethyl) -5- (4-cyanobenzyl) imidazole . 

1- (2-Phenyl-N-Oxopyrid-5-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (3-Phenylpyrid-6-ylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (3-Phenyl-N-Oxopyrid-6-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2- (3-Trif luoromethoxyphenyl) -pyrid-5-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2- (2-Trifluoromethylphenyl) -pyrid-5-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1 - ( 3 - Pheny 1 -2 -Chloropyr id- 6 -y Imethy 1 ) - 5 - ( 4 - 
cyanobenzyl) imidazole 

1- (3-Phenyl-4-chloropyrid-6-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2-Amino-3-phenylpyrid-6-ylrnethyl) -5- (4- 
cyanobensyl) imidazole 
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1- (2- [Pyrid-2-yl Jpyrid-5-ylmethyl) -5- (4-cyanobenzyl) imidazole 

N- (1- (4-Cyanobenzyl) -lH~imidazol-5-yl) methyl} -5- {pyrid-2- 
yl) ^2-amino-pyrimidine 

W,i\7"-bi£{ 4 -Imidazolemethyl) amino-3- t (3carboxyphenyl) oxy] benzene 

N, W-bis (4-Imidazolemethyl) amino-4-[ (3carboxyphenyl ) oxy] benzene 

N, W-Jbis(4-Imidazolemethyl)amino-3- [ (3-carbomethoxyphenyl ) - 
oxy] benzene 

^ / i\/ p -jbis{4-Imidazolemethyl)amino-4- [ (3 -carbomethoxyphenyl ) - 
oxy] benzene 

N- (4-Imidazolemethyl) -N- (4-nitrobenzyl)aminomethyl-3- { (3- 
carboxyphenyl ) oxy I benzene 

N~ (4-Imidazolemethyl) -N- (4-nitrobenzyl) aminomethyl-3- [ (3- 
carboroethoxyphenyl ) oxy ] benzene 

N- ( 4 - Imidazolemethyl ) -N- { 4 -nit robenzyl ) amino-3- 
(phenoxy) benzene 

N- (4-Imidazolemethyl) -N- (4-nitrobenzyl ) amino^4- 
( phenoxy ) benzene 

N- (4-lmidazolemethyl) -N- (4-nitrobensyl ) amino-4- 
(phenylthio) benzene 

itf-Butyl-itf- [1- (4-cyanobenzyl) -5 -imidazolemethyl] amino-4- 
( phenoxy ) benz ene 

(4-Cyanoben2yl) - 5 -imidazolemethyl ] ami no-4- . 
( phenoxy ) ben z ene 

N- (4-Inddazolemethyl)amino-3- [ ( 3 -carboxyphenyl) oxy] benzene 

1- [N- (1- (4-cyanobenzyl) -5 -imidazolylmethyl) -N- (4- 
eyanobenzy 1 ) amino ] -4 - { phenoxy) benzene 

(±) -4- [ (4-rimidazolylmethyl) amino] pentyl-1- (phenoxy) benzene 
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1- [ (N- (1- (4-cyanobenzyl) -5-imidazolylxaethyl) -N- (n- 
butyl) amino) methyl] -4- (phenoxy) benzene 

4- [N- <1- (4-cyanobenzyl) -5-imidazolylmethyl) -N- (n-butyl) amino] - 
1- (phenylthio) benzene 

(± ) -4- [N- (1- (4-cyanobenzyl)-4-imidazolylmethyl) -N- (n- 
butyl) amino] -1- ( phenyl sulfinyl) benzene 

3- [N- (4-imidazolylmethyl) -N- (n-butyl ) amino] -N- 
(phenyl) benzenesulfonaiaide and 

1- [N- ( 1- ( 4-cyanobenzyl ) -5-imidazolylmethyl ) amino] -3 -methoxy-4- 
pheny 1 b en z ene 

4- {3- [4- (-2-0xo-2-H-pyridin-l-yl) benzyl] -3-H-imidazol-4- 
ylmethyl ] benzonitrile 

4 - { 3 - [ 4- 3 -Methyl -2 -oxo -2 -H-pyr idin-l-yl ) benzyl ] -3-H- imidazol- 
4-ylmethyl] benzonitrile 

4- {3- [4- (-2-Oxo-piperidin-l-yl) benzyl] ~3-H-imidazol-4- 
ylmethylj benzonitrile 

4-{3- [3-Methyl-4- {2 -oxopiperidin-l-yl ) -benzyl] -3-H-imidizol-4- 
ylmethyl} -benzonitrile 

{4- {3- [4- (2-Qxo-pyrrolidin-l-yl) -benzyl] -3H-ixnidizol-4- 
ylxnethyl } -benzonitrile 

4-{3-[4- (3-Methyl~2-oxo-2-H-pyrazin-l-yl) -benzyl-3 -K-i^lidizol- 
4-ylmethyl } -benzonitrile 

4- [3- I2-Methoxy-4- (2 -oxo-2-H-pyridin-l-yl ) -benzyl] -3-H- 
imidizol-4-ylmethyl} -benzonitrile 

4-{l- [4- {5-Chloro-2-oxo-2H~pyridin-l-yl) -benzyl] -lH-pyrrol-2- 
ylmethyl } -benzonitrile 

4- [1- ( 2-OXO-2H- [ 1, 2 r J bipyridinyl-5 ' -ylmethyl) -lH-pyrrol-2- 
ylmethyl] -benzonitrile 
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4- [1- <5-Chloro-2-oxo-2H- [1,2' ]bipyridinyl-5 1 -ylmethyl ) -1H- 
pyrrol-2-ylmethyl] -benzonitrile 

4 - [ 3 - ( 2 -Oxq- 1 -phenyl -1,2 -dihydropyr idin- 4 -y lme thy 1 ) - 3H- 
imidazol-4-ylmethyl] benzonitrile 

4-{3- [1- (3-Chloro-phenyl) -2-oxo-l, 2-dihydropyridin-4- 
ylmethyl] -3H-imidazol-4-ylmethyl}benzonitrile 

or a pharmaceutical ly acceptable salt, disulfide or optical 
isomer thereof. 

79* (New) The method according to Claim 77 wherein an amount 
of a prenyl -protein transferase inhibitor and an amount of a 
micro tubule-stabilizing agent comprising paclitaxel, docetaxel 
or epothilones are administered simultaneously. 

80. (New) The method according to Claim 77 wherein an amount 
of a microtubule-stabilizing agent comprising paclitaxel, 
docetaxel or epothilones and an amount of a prenyl -protein 
transferase inhibitor are administered consecutively* 

81. (New) The method according to Claim 77 wherein the prenyl ~ 
protein transferase inhibitor is selected from: 

2 <S) - [2 (S) - [2 (R) -Amino-3-mercapto] -propylamino- 

3 (S) -methyl] -pen tyloxy- 3 -phenylpr op ionyl -methionine sulfone 

isopropyl ester (Compound A) 
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1- (3-Chlorophenyl) -4- [1- (4-cyanobenzyl)-5-imidazolylmethyl J -2- 
piperazinone; 

{ R ) - 1 - ( 3 - Chlor opheny 1 ) - 4 - [ 1 - ( 4 - cyanobenzy 1 ) - 5 - 

imidazolylmethyl] -5- [2- (ethanesulf onyl)methyl] -2-piperazinone; 

4- [l-(5-Chloro-2-oxo-2H-[l,2 1 J bipyridinyl-5 1 -ylmethyl ) -1H- 
pyrrol-2-ylmethyl] -benzonitrile and 

1- [N- (1- ( 4 -cyanobenzy 1 ) -5 -imidazolylmethyl) -N- {4- 
cyanobenzyl ) amino] -4- (phenoxy) benzene or a pharmaceutical^ 
acceptable salt, disulfide or optical isomer thereof. 



82. (New) A pharmaceutical composition comprising an amount of 
a prenyl -protein transferase inhibitor and an amount of an 
antineoplastic agent which is a microtubule-stabilizing agent 
selected from paclitaxel, docetaxel or epothilone, the 
composition which achieves a synergistic effect for treating 
cancer in a mammal in need thereof. 

83. (new) A method of preparing a pharmaceutical composition 
which comprises mixing an amount of a prenyl-protein 
transferase inhibitor and an amount of an antineoplastic agent 
which is a microtubule-stabilizing agent selected from 
paclitaxel, docetaxel or epothilone, said composition capable 
of achieving a synergistic effect for treating cancer in a 
mammal . 
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